BASAL AND STIMULATED LEVELS OF CSF AMINE NEUROTRANSMITTERS PREDICT EXCESSIVE
Approximately 15% of feral vervet monkeys (C. aethiops St Kitts) voluntarily consume large quantities of beverage alcohol (Ervin et al., 1990) . A factor analysis of patterns of alcohol consumption in over 600 animals repeatedly tested identified three types of stable drinking patterns, which for the purposes of brevity can be characterized as (1) abusive or "binge" drinking, (2) stable heavy drinking and (3) moderate to light social drinking (Palmour et al., submitted) . A considerable body of prior evidence suggests that alcohol consumption is heritable. At every age, the offspring of abusive drinkers drink more than the offspring of heavy social drinkers, which in turn drink more than the offspring of non-preferring animals (F=45.61, pϽ0.0001).
In 58 alcohol-naive offspring of phenotypically defined parents, we performed alcohol challenge tests to determine the extent to which changes in CSF amine neurotransmitter levels might predict alcohol consumption phenotype, subsequently determined by factor analysis of temporal and quantitative patterns of alcohol consumption. Two factors were extracted, with Factor 2 comprising most of the items which loaded on "binge" drinking. Objectives: Until now in the medical literature the main attention has been paid to the exploration of psychotic disorders with sexual content in a frame of delusions of jealousy and erotomania. The rest of mentioned disorders and their genealogical characteristics remained less explored.
Methods: With the purpose to explore typical features of psychotic disorders with sexual content, as well as their genealogical structure the investigation of 189 patients (102 men and 87 women) was performed. 110 subjects have been diagnosed different types of schizophrenia, and 79 -residual organic psychoses. The age ranged from 38 to 71 years.
Results: Results of our multydisciplinary observations show, that content of psychotic disorders of sexual character both in schizophrenia and residual-organic psychoses mainly are reflected in the content of hallucinatory, delusional and affective-delusional syndromes and have their quite specific forms of occurrence and stereotypes of consequence of syndromes, as well as quite pathognomonic genealogical characteristics. Not depending on fact, whether the psychotic states of sexual content have endogenous or organic nature, they manifest in a form of 1) hallucinations with sexual content; 2) delusions of reference; 3) delusions of jealousy and erotomania; 4) delusions of influence on genitals; 5) d. of pregnancy; 6) nihilistic-hypochondriac delusional ideas; 7) megalomania. Specific features of mentioned endogenous and residual-organic psychotic disorders are revealed also during the genealogical investigation. Among 110 patients with psychotic disorders of schizophrenic origin analogous psychoces with sexual content have been noted at grandparents of 79 subjects (71.8%). From those grandmothers of 49 subjects (62.025%), grandfathers of 28 subjects (35.44%), both grandparents of 2 subjects (2.53%). From the mentioned 110 patients psychoses of sexual contents have been observed at parents of 61 subjects (55.45%). Among those fathers of 30 subjects (49.18%), mothers of 28 subjects (45.90%) and both parents of 3 subjects (4.9%) suffered analogous psychoses with sexual content. The same findings for patients with residualorganic psychoses showed the following data: from 79 patients only grandparents of 28 subjects (35.44%), including grandfathers of 18 subjects (64.18%), grandmothers of 7 subjects (25%) and both grandparents of 3 subjects (10.9%) and parents of 33 subjects (41.99%), including fathers of 15 subjects (45.45%), mothers of 14 subjects (42.42%) and both parents of 4 subjects (12.12%) suffered mentioned above forms of residual-organic psychoses with sexual content. It is clear from shown data that genetic burden with psychotic disorders with sexual content is more typical for schizophrenia (correlation of grandparents: parents is 71.8%: 55.45%) than for residualorganic (35.44%: 41.99% respectively).
Conclusions: Described above findings witnesses about the intense role of genetic factors in case of schizophrenia, although they have a significant role in case of residual-organic psychoses as well. Psychotic disorders of sexual content of endogenous (schizophrenic) and exogenous (residual-organic) origin have their specific forms of manifestation and duration. Genetic factors play a crucial role in their genesis. University of Helsinki. The transition from adolescence to early adulthood is critical in the development of patterns of substance use and abuse. We present longitudinal data modeling genetic and environmental influences on smoking frequency, from a population sample of more than 1,500 pairs of Finnish twins, studied at ages 16, 17, and 18/2. Using the statistical modeling program Mx (Neale, 1997) we fit trivariate Cholesky models on smoking frequency across ages 16, 17, and 18/2, using all complete data from same-sex twin pairs in which both twins reported smoking at age 16. Across all three time points, genetic factors accounted for just over 50% of the variance in smoking behavior, common environment accounted for ෂ30%, and unique environmental effects and error accounted for ෂ20% of the variance. Although genetic influences at all three time points were highly correlated, allowing for only one genetic factor influencing smoking at all times caused a significant decrease in fit or the model; however, a single common environmental influence operating at all three time points was sufficient. The model fit the data quite well, 2 (48) = 40.807, p = 0.760, AIC = −55.193. These results will be discussed in relation to analyses of smoking frequency in which nonsmokers were included and common environment assumed a larger role, and in relation to parallel analyses of drinking frequency in which the influence of genetic factors increased over the study period, in contrast to the marked stability of genetic influence on smoking. Supported by AA08315. Little information is available concerning public opinion about prenatal genetic testing and genetic correction for behavioral phenotypes or psychiatric disorders.
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ATTITUDES OF YOUNG ADULTS TO PRENATAL SCREENING FOR HUMAN ATTRIBUTES AND PSYCHI-ATRIC CONDITIONS: DIFFERENCES BETWEEN AMER-
Milner e.a. (Am J Med Genet, 76, 111-119, 1998) reported on opinions of 147 (non-medical) college students about eleven hypothetical genes defining certain phenotypes. They asked the students to assume that specific DNA tests had been developed for these phenotypes and disorders, and asked for their opinions about the desirability to offer confidential prenatal testing to all individuals who want to know this information, in the absence, respectively presence of 'curative gene therapy'. We presented their questionnaire in translation to 137 medical students of comparable age and sex in Amsterdam.
Dutch students appeared to be significantly less reserved toward termination of pregnancy in general, but much more reserved toward prenatal testing and genetic correction for the given phenotypes. Most American students supported testing for psychiatric conditions (e.g. schizophrenia, ADHD, mood disorder) and for behavior resulting to harm in others, assuming that no curative gene therapy was available. Dutch students largely disagreed with testing for any condition, except for schizophrenia. Under the assumption that curative gene therapy was available, a considerable increase in students favouring testing was found in the American as well as in the Dutch survey. Differences between American and Dutch students may partly be due to their different studies: medical students are possibly less inclined to invasive procedures in the absence of therapeutic consequences. Considering the arguments given in free comments, we feel that the differences more importantly reflect different attitudes toward intervention in nature and toward utilization of medical technology. The ambivalent attitude of a part of psychiatrists in Germany at the beginning of this century towards eugenics on one hand and against murder of mentally ill people on the other hand can be illustrated by the example of Dr. Johannes Enge, director of the Psychiatric Hospital in Lü beck (1926 -1941 ). In 1920 , Enge (1877 -1966 published his book "Soziale Psychiatrie", in which he gave advice for doctors, politicians, teachers, jurists and clergymen concerning social treatment of mental ill people. Apprehensive of the difficult economic situation after the 1st World War and the limitations of the rehabilitative possibilities, he stated that mental illness could only be prevented through segregation and sterilization of the mentally ill. After 1933 he became a consultant at the "Erbgesundheitsgericht", which had to decide which patients should be sterilized. On the other hand, he established several social institutions for mentally ill people in Lü beck and introduced the working therapy in his hospi-tal. In his original opinion patients should be paid for their work. Later, working therapy became an important source of income. In 1941, 605 patients were brought to other institutions in Germany in order to be killed ("Aktion Brandt"). Before this happened, Enge encouraged lots of families to take their mentally ill relatives home to prevent from being killed. After the Psychiatric Hospital was closed, Enge lived in Lü beck till his death in 1966. Autosomal Dominant Nocturnal Frontal Lobe Epilepsy (ADNFLE) is a recently recognised type of epilepsy. It is characterised by a strong family history of epileptic seizures which only occur at night. The patients often wake up with a frighten stare. The EEG abnormalities are usually mild or absent, even during seizures.
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Some forms of ADNFLE is caused be a mutation in the gene which codes for the alpha 4 subunit of the nicotinic acetylcholine receptor (CHRNA4 gene). So far two different mutations have been detected. The first mutation involves a substitution of a serine for a phenylalanine in position 248 (Ser248Phe). Another ADNFLE-family has been described to have a leucine insertion in the second transmembrane domain of the CHRNA4 gene (776ins3). The serine mutation mainly affects the desensitization properties of the receptor while the leucine insertion increases the probability of transition to the active state.
We have recently screened the family with the leucine insertion, and one family with the Ser238Phe mutation for psychiatric disorders. Of the 11 individuals diagnosed with epilepsy in the family showing the leucine insertion, five had been in contact with psychiatric services. One individual had schizophrenia, one had experienced three psychotic episodes, one diseased family member had been hospitalised three times for psychiatric problems, and one individual had been in treatment at a psychiatric out-patient clinic for children and adolescents for two years. In addition, one family member needs help with activities of daily living due to invalidating apathy, although she does not have a psychiatric diagnosis. Such accumulation of psychiatric problems was not seen in the family with the Se248Phe mutation. Gene hunts for schizophrenia and bipolar disease genes are plagued with inconsistancies. Although many genomic regions have been identified few candidate gene regions have been narrowed to a minimum size. Depite the incompleteness of this research, a large number of studies converge on genomic regions having fragile sites. Moreover, several cytogenetically visible mutations associated with the inheritance of these diseases occur at fragile site locations. This combination of data from two separate biologic phenomena suggests that schizophrenia and bipolar disease are syndromes mediated mutations within fragile site location containing simple repeat sequences. Such findings, imply that these syndromes are associated with some type of genomic instability expressed early in development.
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